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Please enter the following amendments to the claims, with insertions indicated by 
underlining and deletions by sirikcthrough. 

jJSilas of Claims: 

I , (currently amended) A method for increasing the target-specific toxicity of a 
ch cmolhcra peu lie a ge n tdraft. comprising: 

u) pre I arreting an en/.ymc to a mammalian target site ushm a bispecific antibody or 
fragm ent, wherein o ne arm of the bisp eci fic antibody is targeted against a ta rget site 
an tigen and a s econd arm is targ et ed against a low molecular weipht hapten that is 
conjugated to-sa id enzyme : and 
b)_administcring a cytotoxic c hemotherapeutic agent draft known to act at the target site, 



situ, which ch cmolherapeul ic a gent drag is also detoxified to form an intermediate of 
lower toxicity using said mammal's ordinary metabolic processes, whereby the 
detoxified intermediate is reconverted to its more toxic form by the prctargeted 
enzyme and ihus has enhanced cytotoxicity at the target site. 



2. (original) The method of claim 1, wherein said enzyme is a glucuronidase. 

3. (original) The method of claim t, wherein said mammal is a human, 

4. (currently amended) The method of claim 1, wherein said bi specific antibody or antibody 
jrai>immUompriscs murine, chi meric or hu ma nized antibod ie s or antibody fragments, d rag is 
any-standard *>h(^ olherfl| )eul4G-ageffa 

5. (original) The method of claim 1, wherein said prodrug is the cancer chemotherapy agent 
CPT- 1 1 , and said detoxified intermediate is SN-38-glucuronide. 



or a prodrug form thereof which is converted to the chem* 




mt ic agent drag in 
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6, (currently amended) 'flic method of claim 5 3 further co m prising prctamcting an esterase to 
said ta mci site; tha t clea ves CPT-1 1 to S NQ8 -whemft-fti^ este ras e that: e teave a CPT 11 to SN-3-& 
&Is€H*rpretargeted U*^4-ttvr-get -site. 

7, (currently amended) The method of claim 4. where in the first arm comprises a humanized 
M1N-H or an ti-CRA antibod y o r fragment, a nd the second arm co m prises an anti-DTPA or 734 

target sit e? wherci n-ene anrK^ rthe bsM Abis4af g e ted aga ifista-t arg e t site an tige n and a secon d 
arm <->f the-bsMAb is4argeted^atnst-a-]o w molecula r weig ht hapten, tui d-w h e rein said e nzyme-is 
eo^igmed-to* a i d hapte n. 

8, (currently amended) The method of claim 1?, wherein a second prodrug cleavage enzyme 
also is conjugated to said hapten, and wherein the second enzyme conjugate also is prelargeted to 
said target site, 

9, (currently amended) The method of claim 1?, wherein said hapten is DTPA or a DTPA 
chelate. 

] 0. (original) The method of claim 8, wherein said hapten is DTPA or a DTPA chelate, 

) 1 . (currently amended) The method of claim I, wherein additionally, a clearing agent is 
administered to remove non-targeted prctargcting molecules and/or enzymes from said 
mammals circulation prior to administration of said chcmolhe ra pcutic agent draff or prodrug. 

12. (original) The method of claim 1 1, wherein said clearing agent is an anli-MAb antibody or 
an anti-idioiype antibody. 

13. (original) The method of claim 1 1, wherein said enzyme is conjugated to a hapten and said 
clearing agent is an antibody that binds said hapten. 

14. (original) The method of claim 1 1, wherein said enzyme is conjugated to a Mab and said 
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clearing agent is an nnti-idiotypic antibody or anti-idiotypic antibody fragment which is specific 
tor the paratope of said Mub. 

15-47. (canceled) 

48. (previously presented) The method of claim I, wherein said ciuyme is selected from the 
group consisting of a glycosylasc other than glucuronidase, a sulfatasc, an esterase or an 
amidnsc, 

49, (now) The method of claim l t wherein said antibody fragment comprises an Fab, Fab*, 
F(ab>2, F(ab 1 ) 2 or seFv fragment. 



PAGE 6/14 1 RCVD AT 1 1/27/2006 3:50:08 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-5/17 * DNIS:2738300 * CSID:3034477800 * DURATION (mm-ss):04-26 



